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tVV ; cBu : i/^ti:/^/^ ; nBu : ; cHex : iXi^ci^dj^ i^/V ; Ac : T-fe^/V ; diCl : 

iy^uu; diF : i^^/]y:t^ ; triF : hU ^/^^y^n ; diOH : K^^r ; Py : ; Py3 : 

t°y V?:/ - 3 - ^/V ; Py4 : t°y v'^ - 4 - -^/V ; Py5 : t°y v?^ - 5 - -^/V ; dixr4 : >^:^^y 
- 4 — f/V ; Thiop : ji>' ; Thiop2 : =^:t:^^> - 2 — {/U ; ThiopS : ^:^:7 
3 — ^/V ; pheny : 37 rccr^ ; yl : ^/V ; diyl : v^-Y /V ; oxal : i/:a. !> W& ; Rex : 
^[J;Rex No. :#:#^[I#:^;Ex:^ife^[I;Ex No. :^ii^[I#^;DATA:i^ajb 
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LJ 
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H 
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P-19 


H 


2-MeO 


3-F 


H 


Ph 


P-20 


H 


2-CI 


3-F 


H 


Ph 


P-21 


H 


2-Me 


3-F 


5-F 


Ph 


P-22 


H 


2 -Me 


3-CI 


H 


Ph 


P-23 


H 


2-Me 


2-CI 


H 


Ph 


P-24 


H 


2-Me 


3-Me 


H 


Ph 


P-25 
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H 


Ph 


P-26 


H 
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2-F 
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Ph 
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H 
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3-F 


5-F 


Ph 
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H 
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3-CI 


H 


Ph 
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PySCHzO 


Cm r 


3-F 


5-F 


Ph 
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H 


4-F 


4-CI 


H 


Ph 
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H 


2-CI 


3-F 


5-F 
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P-32 


H 


2-F 


3-F 


5-F 


Ph 


P-33 


H 


2-F 


H 


H 


Py3 


P-34 
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2-CI 


2-CI 


H 


Ph 


P-35 
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2-CI 
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P-36 
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2-Cl 


2-F 
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P-37 


H 
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3-CN 


H 


Ph 


P-38 
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4-F 


H 


H 


Ph 
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H 


Ph 


P-40 
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4-F 


3-Br 


H 


Ph 
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H 


H 


3-F 


H 


— CHj — 


P-42 
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3-F 
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P-43 
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4-F 
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3-F 
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P-45 


H 


2-Me 


3-F 


5 -F 


-CH^- 


P-46 
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3-F 
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P-47 
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2-F 
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P-48 
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2-nBu 


3-F 
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P-49 


H 
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3-CI 
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p 
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3-F 
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P-51 


H 


2-F 


3-CN 
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H 
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r V w 


2-Me 
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H 


Ph 

1 i 1 


r \jH 




\J \vl 


H 


Ph 
1 1 i 


r 




3-CI 


H 


Ph 


r V u 


2-F 

£. i 


y — Rip 


H 
1 i 


Ph 


P-^7 


F 

*T 1 


2-CI 


r1 
1 1 


Ph 


r w o 


4-F 


3-CI 

w W i 


H 


Ph 
1 1 1 


r \j \j 




3-F 


H 


Ph 


P-6Q 


2-Mp 


w 1 


H 


Ph 


P-61 

1 VJ i 


2-CI 


W 1 


H 


Ph 




4-F 
~ i 


3-F 

W 1 


5 — F 


Ph 


P"-63 


2~Me 


3-CI 


H 


Ph 

i B 1 


P-64 

i V r 


2-F 


2-CI 


H 


Ph 


p-65 


2-Me 


3— M6 
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Ph 


P-66 


2-F 


3-MeO 


H 


Ph 


P-67 


2-Me 
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2-F 
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Ph 


P-70 
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5 -F 
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P-71 


4-F 


4-CI 


H 


Ph 
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3-Me 
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Ph 


P-73 


2-F 


3-F 


5 -F 


Ph 


P-74 


2-F 


H 


H 


Py3 


p-75 


2-GI 


4-CI 
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Ph 


P-76 


2-CI 


H 


H 


Ph 


p-jj 
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2-F 


H 


Ph 


P-78 
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3-CN 
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Ph 


P-79 
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^-r^o *fc. mh^Mt\^x\t^ w-^^^fdomo. ooi~ioomg/kg^i 0 imib 



[0040] I'^mmi 



1-1 (Dit^m i^^Amt^^xh^o 
##^yi-2 

2-^^/V-lH-^>'X^5:^V— /V4. Og*Dj;OTEA13. 9ml^Diglyme40mU. 



!^nyKi7. sg^^iTbfco R!tsmi^m^ioox:x3mm 



-e^H-fel&T^^HCOl- (2-^5^^1:1701^/^) -2- (1, 3-v?t:Kci-2H-^^^X^: 
iTi/— /V-2— ryT'V)3^^y^(##^!ll-2)6. lg(75%)^#fCo ES+:271 
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Rex 

iMO. 




p102 


R50, 






DATA 
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No 
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1-1 
1 1 


n 


H 

M 


O 1 


\i 1 


H 




1-24 


H 
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H 


3-F 


5~Br 


H 


FA'335-333(T1) 


1 c. 
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M 
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H 
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1 1 
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5-CI 


H 


FA' 289 
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n 
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H 


FA- PS'S 
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4-F 


H 


FA- 289 


_ — - — ■■ — — - 

i *T 


n 


n 


9— 
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n 


11 




1-27 


H 


H 


2-CI 


5~F 


H 




1 u 


H 


u 
n 


O 1 


H 


H 




1 -28 


H 


H 


3-Rr 


t 


H 
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M 
n 


M 

n 


O OIN 


1 1 


u 
II 
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1 1 


H 


3-CI 


4~C! 
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n 


n 
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H 
1 1 


H 


ES+' 567 


1-30 


H 


H 
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1 
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H 
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■ , T ■ - ■ - - - - 1 - — ..^^-^ 


1 -ft 
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n 
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H 
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1-31 
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6-F 


H 
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H 
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4-F 
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5-CI 
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4-F 


H 


H 


ES+:255 


1-35 


H 


H 


2-F 
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4-Me 


H 
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3-F 


4-C! 


H 
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3-F 
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[0043] 0^m2-l 

meK^M^^. SUj^i^Mbfcl - (3, 5-v^:7/V;^n:7;n^7V)-2-(l, 
n-2H-^>'X-^5:^V— /^-2 — i]}T'l^)^i^yi^O. 82g:}oj;OTEAl. 4ml^-^ 

tpdiglyme^|g5mlct'l-> 70X:1]\\UTiCX'^^ KmTl^tlo MT#100°C^-e;!jP 
Mb^25^r^;()P|^$-^. mUTl^O. lml^m;!jPm$btC175'C^-e#M$i^^25^ 

uy^^/V) -2- (1, 3-v^tKn-2H— <^X^^^VWv-2--l'y7^V) -3- ( 
3-lf^/V^cnc:^/V)^a/-?>'-l, 3-iyy^>0. 83g(##^[l2-l) (68%)^#/Co 
FA: 403 
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n 


M 
n 
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H 
1 1 


H 
1 i 


H 


FS-f'435 437 


2-12 


4-CI 
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H 


H 


H 
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2-33 


3-F 
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H 


j-j 


FA:453 


2-13 


4-Me 
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H 


H 
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2-F 


3-F 


5-F 


H 
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4~CN 
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H 
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3-F 
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2-15 
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A faft 
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2-CF3-Py5 


L_ *Sfc -*>• " £1 < fr\ 
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2-45 
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p40 1 


p^402 
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DATA 


2-49 


F 


F 


3-EtOCOCH==CH-Ph- 


1,1 

n 


H 


H 


FA:475 


2-50 




H 


S-CICHa-Ph- 


H 


H 


H 


FA:407 


2-51 


p 


^ 


3-CIGH2-Ph- 


H 


H 


H 


FA:425 


2-52 


F 


H 


3-Ac-Ph- 


H 


H 


H 


FN:399 


2-53 


F 


F 


a-Ac-Ph- 


H 


H 


H 


FA:419 


2-54 


F 


F 


5-Ac-Thiop2 


H 


H 


u 
ri 


FA:425 


2-55 




H 


3-MeCH=CH-Ph- 


2-F 


H 


H 


FA:417 


2-56 


F 


F 


4-vin-Ph- 


H 


H 


H 


ES+:403 


2-57 


F 


F 


3-vin-Ph- 


6-F 


H 


H 


ES+:421 


2-58 


p 


F 


4~-vin-Ph~ 


H 


H 


p 


ES+:421 




r 


r 


2-vin-Ph- 


ti 
n 


n 


n 






F 


F 
1 


3-vin-Ph- 


2-F 


H 


H 


ES+:421 


2-61 


F 


F 


3-vin-Ph- 


4-F 


H 


H 


ES+:421 




F 


F 


3-vin-Ph- 


5-F 


H 


H 


ES+:421 


2-63 


H 


H 


3-vin~Ph- 


H 


H 


H 


ES+:367 


2-64 




H 


3-vin-Ph- 


2-F 


H 


H 


ES+:403 


2-65 


F 


H 


3-vin-Ph- 


4-F 


H 


H 


ES+:403 


2-66 


F 


p 






H 


H 


H 


ES+:429 


2-67 
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H 






H 


H 


H 


ES+:411 


2-68 


F 


H 


3~vin-Ph- 


2-F 


4~F 
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7^h7P<^/H;°^yv?^4. 73ml%'^t?THF^ISl00ml(^, -78°CT, 1. 59M<D 

, -78^^^^L. THF20mUi^;6^bfc2, 4 - tert-:/^ 
/V5. 00g^;5jPx., lB#FBW#b/Co^V^-C. DMF7. 23ml^MTLl0#F^a#L/c 

^"yz^^—KxmUU -^=¥i^^-@^^^^/V(20:l~10:l)^mifPJ;'9, 2, 4-v? 
^/V:^t2-3-^/k^/V^.i>#^ tert-7'^7V(#%^[|4-l)5. 65g(100%)^ 

N2: 1. 60(9H, s), 7. 04(1H, m), 8. 14(1H, m) , 10. 38(1H, s 
) 

IH^iibT. i^i.Tco#%m-2. 4-3tc:^$ti.§jb'^#;^#fCo 

#%0i)4-2 2->'/V:^ci-3-:7Jn/^5:/V^,1.#^ tert— 
FA: 225 

N2 1. 62(9H, s) 7. 32(1H, t, J = 8Hz) 8. 08(2H, m) 10. 42(1H 
. s) 

##^!)4-3 3- (2, 2-v^p<^/V-l, 3-v^:^^y^>'-4-^/V)-2-7/V:^ci 

FA: 225 
[0048] ##^!J5-1 

^^/Vh!;:7^c:^/V/}N;?!.;!jN^«^.A3— v?K8. 13g^tPTHF^IS90ml(;i, -78'CT 
, 1. 59M(Dn-::/^/vy^!>i^-THF^m9. 50ml^?^TbfCo 0°C-eiO^F^*# 
bfc^. -7S°C^}^M\^.T¥iF10rDi\Z.mi^\J'z.2, 4 - >^:7/V:^n - 3 - ^J^/^^/^^ 
tert-:/^/^2. 44g^;!)Px./Co 40^^, ^?a--#SLlR#F^»#b. ilA 

(^T*tMU ^^i^^-@^^^^/V(50:l)^t±llf|5J:«9. 2, 4 - v^7/V:^n - 3 - If 

tert-7'5^/V (#%^[i5- 1) 1. 20g (50%) ^#fCo ES - : 239 
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o 



■^M5 - 2 2 - :7/]^:t^ - 3 - - 1 - - 1 
EI: 236, 



FA: 189, 



###115-4 2-^hdrix-3-lf^/V^.&#i 
FA: 193. 

5-5 1 - - 2 - :7/V:;^n - 3 - If ^/V^:xif ^ 



FA: 202 
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Rex No. 


R501 


D502 


R601 


DATA 


5-6 


F 


H 


-CH=C(Me)2 


FA: 413 


5-7 


F 


H 


-CH=CH(Me) 


FA: 399 


5-8 


F 


H 


-CH^CHCN 


FA: 410 


5-9 


p 


H 


-CH=CH-Ph 


ES+:461 


5-10 


F 


F 


-G(=CH2)-Me 


4!M JU- '■^ 


5-1 1 


F 


H 


-CH = CH-iPr 


FA:427 


5-12 


p 


H 


-CH^CHCHgOMe 


ES+:429 


5-13 


F 


F 


— CH~CHE"t 


ES+:431 


5-14 


F 


H 


-CH=CHCH2N(Me)2 


ES+:442 


5-15 


F 


H 


-CH=CH-cBu 


ES + :439 


5-1 6 


F 


p 


-CH=CH-cHex 


ES+:485 


5-17 


F 


H 


-CH=CH-cPr 


FA:425 



[0050] 
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2, 4-v?:7/V;tn-3-lf^/W^S#^ tert-:/^/H. 33g^-^tfv?i^nnp<^ 
^mmSOm^lC^ h])y/^:t^Wfm4. 27ml^mK.. 5B#r^a#bfCo ^M^^^. 

- 1) 964mg (95%) ^#fCo 
N2:7. 93 (m, IH), 6. 98 (m, IH), 6. 74 (dd, IH, J=12Hz, 18H 
z), 6. 11 (dd, IH, J = lHz, 18Hz), 5. 68 (dd, IH, J = lHz, 12H 
z) 

IHfilt^bT. 2 - :7;l^:tti - 3 - zfti^ - 1 - - 1 — f7V^.i.#^ (##^!j6 - 2) 

FN: 179 
#%0i)7-l 

3 - [2 - ( 1 , 3 - v^tKn - 2H - -<^X-r^^V— - 2 --Ty y'V) - 3 - (3 - ^/P 

- 3-:^^y:fvi^<y^/Ul ^>^XT/V^ tK300mg:Jo J;U^T-feh>'69 
jul^-a-tfTHFl^mlOml^JfC, -78°CT^ 1. 0M(D^hyi>i>.^^f-p<5^W^v?>/^ 

^/l-(2:l~l:2)^mfPJ;«9. 2-(l, 3- v'tKn-2H-^^X-r5:^V— /^-2- 
-1'y7^V) -1- (3-:7/V:^n:7aic=^/V) -3- [3- (l-tKndrv^-3-:^dry>^'^ 
/V):7ai^/V] ^'nz-^^'-l, 3-v?:^>'(#%^[|7-l) 184mg(53%) ^#fCo 
ES + : 445 

lRl#iib-C. l-{3-[2-(l, 3-v^t:Kn-2H--<>-X-r5:i5?V— /k-2--ry7^V 

) -3- (3-y/v:tviy^:=^/v) -3-:^^y>^n^^y-i'/k]^^)/-i'/v} -2-tKndf 

i/7°PtVVT-fe^— h (#%^!I7- 2) ^#fCo 
ES+:459 
[0051] ##^(J8 
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l-(3-T-fe^/^:7ji^/V)-3-(3, 5-v^:7/^:^a:7ji^/V)-2-(l, 3-v?t 

Kn-2H-^^x-r5:i5'V— /v-2--ryy'V):/n/-?^/-i, 3-v?;r>^ 4. isg^ 

( 1 : 2)mm^x'omM'&.^^i^2 - { 3 - [3 - (3, 5 - -jy/v^u^^^/v) - 2 - ( 

1.3- Kn - 2H - - 2 — f y T'V) - 3 - ;r=¥y :7°i:i/^y-r/v] 

7ji^/V}-2-:^=¥y^^/l-T-fe^— h2. 62g(55%)^#fCo FA:477 

^h97'^/VT>^^^!>A:7/k::^-yK7. Sg^^l^^^^^—iy— :/4A 24g^'^t?TH 
F^m25ml^T/^=^V#H^TSfii--C12B#r^ii#bfCo 0°C tCJ^^bfc^ . 3- 
[2- (1, 3->^tKn-2H-^:xX^^iry— /V-2 — fy^V) -3- (3-7/V:^n 
:7ai^/k) -3-:^^y:7°tiy-?y^/V]^>^XT/k^^tK300mgi:v^^cn^/k(2, 2, 2 
-^y7/^:^^3^^/^)/j^^:7^^/;^driXKl. 7g^'^ti>THF^|g20ml^^iTbfCo ^ 

g^^^^/^-^^ri^^ (l:3)^mtl5i;«9^fel^^^(^2-(l, 3-v?tKi:i-2H--< 
^^X-f ^^V— 2 — fyy'V) -1- (3-:7/V:^ti:73i::::^/k) -3-{3-[(lZ) -3 
, 3, 3-hy:7/V:^ti7°ti:/-l-3^>'-l-^/V]:7ji^/V}7°n^^^-l, 3-v?:^^ 
201mg(57%)^#fCo FA: 453 
[0052] ##^[110-1 

l-(3, 5->^7/V:^n:7ji::::^/V)-2-(l. 3-v'tKn-2H-^:xXV5:i5^VWv 

-2-'i'y7^V)-3-[3-(tKn^>^p<^/^):7ai^/v]:/i:2x-?^/-l, 3-v^:^>^2. 1 
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{fc:U 3- [3- (3, 5-v'7/V:^n7ai^/V) -2- (1, 3->^tKi3-2H-^:xX^5: 
^'i/— - 2 -^y ^V) - 3 - :t^yy'tiy<y 4/1^1 ^^^XT/V^^^tK 10 - 1) 

1. 09g(52%)^#fCo FA:405 

l^#(CL-C. l-[3-(2, 2-v^p^^/V-l, 3-v':^^y^^^-4 — {/P)-2-^/V 
:tn:7^^/v2 - 3 - t°y v^^- 3 --r/^::/^^-^^- 1 , 3 — 10 - 2) ^# 
^Co FA : 344 

3- (2, 2-v?p«^/V-l, 3-i^:t^yy>-4-^/l^)-2-y/V:tx:i^M.^^ ^ 
^/V5. 46g^THF100ml(^^^5Sb. O'Ct^l^^iPbfc^. lN7i<.m^t^h])^J^:^m^ 
40. 8ml^t$)o<<9;!)Px.fCo S?U(;i#S.U §fet-17B#rHm#LfCo THF^g^Lfc 

-(2, 2-v^^^/V-l, 3-v^:^=3ry9^-4-^/^)-2-:7/k;^n^S#^(#% 
^!|11-1)4. 66g(95%)^#fCo FN:239 
l^^tibT^ 1 1 (C^$tt^##^J 1 1 - 2^^^##^[| 11-1 3<Z)>f t^-a-i^^Mitbfc 

o #%^!jii-6;6^bii-i2(Z)^b^i^{i. M)^^-r^yt^m^f<^mn^m\^^x 

#%^!J12-1 

l-[3-(i^nti^^/k):7ai:=:/k]-3-(3, 5-v=:7/k:;^-n:7aic:^/V) -2- (1, 3- 
v?tKn-2H-^^X-f5:iry'— /^-2-^y^V) :7°n/-?>--l. 3-v^:t^ 100 

90mg^#fCo :Ln^OX:KX<i^m(Dm^^^A — ^=3^i^>- (1 : 3) ^^h'^^it^^^ 
^ticX'O. l|-fe*B^<?53- [3- (3, 5-v?:7/k;^-n:7aic:^/^) -2- (1, 3->?tKn 
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- 2H — -2-^]} T^V) - 3 - :^^y:fu^^y4/^l ^>i^/]^T'^ 
T—h 12-1) 68mg (64%) ^#fCo FA : 449 

mmi^L^X3- [2- (1, 3-v?tKn-2H-^^X^^^V— /k-2--ry7'V) -3 

- (3-:7/k:^n:7aic:^7k) -3-:^^y:7°n/V^/v]^^>'/VT-fe^— h(#%#ill2 

-2)^#fCo FA: 431 
[0053] ##^!jl3 

3- {3-[3-(3, 5 - v':7/k;^n:7 ji^yk) - 2 - ( 1 , 3 - v^tKn - 2H — <^X-i' 

. 2g^tfTHF^|g25 ml^T/^=f>;if;=^MI)fLT-78°C*-t??^i|IL. 1. OM v^-f 

^j^^/^-^dri^^ (1 : 1) ^tUMXVM'^^MW^CO 1 - (3, 5 - iyy^Uyi-uya:.^/U 
) -2- (1, 3->?tKti-2H-^^^XV5:^V— /I— 2-^yy'V) -3- [3- (3-fc 

Kndr^>:7°n:/-l-rc^-l-^/k):7aic:^/k] :/n/-?>'-i, 3-v^;^->'0. 58g(5 

3%)^#fCo FA:433 
##^!|14 

m^OnA^K. g^^/^^v^'>A104mg:JoJ;OTEA5ml^JlH^^;!)P^. id-V^'lOOT: 

^^Miih'r:6^ticX'0^ fi'fe|^^(D3- (3-3ihdriy-3-:^dry7'n:/-l-ai>'- 

1-^/1^) ^-i>#^5. 82g(88%)^#^Co FA: 221 

##0015-1 

4- (3-:/n^:7ai^7V)-2, 2-v?y^/V-l, 3-v'::^=3f-i^^lg^THF18mliC 
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ii-CltMU 3-(2. 2->?^^/V-l, 3-v?:^=3ri^^-4--r/V)^l>#^(##^!j 

15-l)550mg(63%)^#fCo FA: 237 

IH^iCbT 4- (3-7'n^-2-:7/k;^C2:7cnc:^/k) -2, 2-v'p<^7V-l, 3-v? 
:^=3ry^Vj;«92-:/^/l^-3-(2, 2-v'^^/l— 1, 3-v':^^y7:x-4---r/^)^ 
( 5 %) 15-2) ^#fCo FN : 2 7 7 

[0054] ###1116-1 

3-[(lR)-l, 2-v?tKn^v'^^/^]-2-:7/V;rn^S#^ ^^/^5. 71g^ 
2, 2->^7<h=¥i:^y°n^^^30mU;i^^SL. p-h/V^>-;^/VJ!jN>^^^7KfP^^476mg^ 

MK.m^T30^mWl.fCo l&fpfi#^^;!JPx./cm. g^^^^yv-efimb. ^^jg^ 

;(;^i^^ti^hi5^'^:7^^ (^^i^-^ : g^^3^^/V= 10 : 1) tCTiWMb. 3 - [ (4R) - 2 
, 2 - v^p<^/V -1,3- -J:t^yy>- 4 — f /V] - 2 - ^^/V (# 

%#[|16-1)5. 46g(81%)^#fCo FA: 269 

T^^fh^^^miQ- 2f)>h^^miQ- s(Dit^m^MT^\^fz^ 

###yi6-9 (4R)-4-(3-:/n^-2-:7/k:^n:7ai^/k)-2, 2-v'^^/V- 
1, 3-v^:^dry^>' 
FA: 276 
###!J17-1 

3-y'n^-2-:7/k:;rn^,&#^ 3i^/V12. 76g^Tol50mUC^j|?b. VYiy'f- 
/Klf^/V);:^Xl5. 8mU hyy^(v?^^v?yy'VT-feh>^)>^^-?7>^'>A236mg:}oJ;U^^ 
by-tert->^'^7V*:><.:7^:/10wt%^^i?-^^?gl. 25ml^JlH^^;(jPb. T/V=?V 
#ffl^T^?a(i'C13B#f^»#L^Co v'^i^/V^— 7^/V'300ml-e#|l^#, :75/jb;^7y 
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: 1) tCT^tMU 2-77k:^n-3-tf^/k^S#^ 3i^/^(#%^[)17-l) 10. 3g 
(97%)^#fCo 

IIl#i;iL-C^ 1 1 K^^ti^0^m 1 7 - 2;0^^###i) 1 7 - 5(D^t^m^W^l^fCo 
##^!jl8-l 

AD -mix -^—^74. Sg^tert-r/iJ^y— 7V265ml^^M;!K265mlO^^^^ 

x.^aT305^^#Lfcm. g^^^^/v-ejimufco #^jB^fi&^P:t:i^;^<-e-i5feif^b. 

— g^^^^/V= 1:2) fCTftMU 3-[(lR)-l, 2-v?tKndr^>^5^ 

/V]-2-:7/k:^n^,i.#^ =r.^;vm^miS-l)5. 71g(47%)^#/Co FA:2 
29 

III#t;ibTJ^T(50##^r| 18 - 8^t/. ^1 1 18 - 2;0^b##^[| 1 

^fc. AD-mix-T/V7T^fflV\ |Rl#cD'a-^^^T5-^(-J:«9^ (lS)-l-:7^^ 
##^yi8-8 (lR)-l-(3-7'n^-2-:77k::rny'3i^/V)^i5'>^-l, 2-v^;^ 

FA: 236 
[0055] #%^!J19 

3->^n^-2-i^nn^S#^2. 70g<DDMF^|g(30ml) t;i3[>^t:7«^/H. 10 

n--^dr1^>'(lOO: 3) ^^t±i^lK^i-§i^y;&y/V';(;7Ai^n-9'hi^^:7^— T**tMb 

3-:7^n^-2-i^nn^.i.#^^7V2. 26g(79%)^#fCo FA: 250 
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- 2, 2 - v^^^/V -1.3- v^:t^y - 4 — f/V) - 2 - :7/k:^ti^>-XT/V7^'t K 
1. Ig^-^t^M^KTHF^IgSml^^-JricMTbfCo -70°C(;i-C|^205>r^$^)iC|^ 

R)-2, 2-v?p<^/V-l, 3->?:t-^y^^-4 — f/V) -2-:7/k:^t3:7ai^/v] -3 
-fcKn=¥iX-l-t°y>?^-3--^/l— O. 77g(45%)^#fCo 
FA: 346 



l-[3- ((4R) -2, 2->?p<^/V-l, 3-i^:t^y'7>'-4 — {/P) -2-^^]^:tny^ 

3i-/v]-3-t''yi;?^-3-^/v-^p/^^^-l, 3-v':^^ 0. 38g*Dj;t^7iy^b;* 

y-^i^l. 3g^-^tpDMF4ml43{C^-giEjl:^^0. lg^^;f]PU ^PS^#T^ ^2. 5 

]-l-[3- ((4R) -2, 2-iy?i^/]^-l, 3-i^:t^y'7l^-4-4;v)-2-y;V:t 
n'7zz.^;V'\-3-\i'Wl^-3 — f7V-:/n^-^^-l, 3--J:^l^0. 14g(49%)^# 
fz.o ES + : 448 



##^[|21 



[0056] [^11] 
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.701 




703 



Rex 
No 






p703 


DATA 


If £. 




r1 




— \/iri 


FN:165 


t 1 O 


U 

n 




O Vll r 


FN:165 


1 1-4 


n 


*T 1 


O V il I 


FN:165 




H 




\j V rl 1 


FN:165 


1 1 — f; 


l-l 




3-{(2,2-diMe)-1,3~dixr4l 


ES- 


235 


11—7 


n 


H 


3-{(2,2-diMe)-1,3-dixr4) 


ES- 


221 


1 1 — P 
1 1 o 


n 


u 
n 


3-{(2,2-diMe)-1,3~dixr4) 


ES- 


221 


1 1 — Q 


n 


/I r 


3"{(2,2~diMe)-1,3-dixr4} 


FN:239 


1 1—1 n 

II 1 u 


M 
n 




3-{(2,2-diMe)-1 ,3-dixr4} 


FA:241 


11 11 


u 

n 




3-{(2,2-diMe)-1,3-dixr4J 


£^"".25 1 


11-12 


H 


2-Cl 


3-{(2,2-diMe)-1.3-dixr41 


FA:257 


11-13 


H 


H 


H 


FN:173 


16-2 


Et 


2-Me 


3-{(2,2-diMe)-1 ,3-dixr4} 


EI:264 


16-3 


Me 


H 


3-l(2,2-diMe)-1,3-dixr4} 


FA:237 


16-4 


Me 


H 


3-l(2,2-dlMe)~1,3-dixr4) 


FA:237 


16-5 


Et 


2-F 


3-[(2,2~dlMe)-1 ,3-dixr4} 


FA;269 


16-6 


Et 


4~F 


3- 


[(2,2-dlMe)-1.3~dixr4J 




FA:269 


16-7 


Me 


2-OMe 


3- 


[(2,2-diMe)-1,3-dixr4] 




r A.Zu / 


16-8 


Me 


2-Cj 


3- 


[(2,2-diMe)-1,3-dixr4} 


FA:271 


17-1 


Et 


2~F 


3-vin 


EI: 194 


~i —I o 

1 7-2 


tt 


4-p 


3-vin 


FA:195 


17-3 


Et 


3-F 


5-vin 


El: 194 


17-4 


Et 


2-Me 


S-vin 


Nz: /.44(,orl, m;, /.UlUn, ud, J—i IMZ, \ fnz), 
5.59(1 H, dd, J=1Hz, 17Hz), 5.35(1 H, dd, 
J==:1Hz, IIHz), 4.36(2H, q, J=7Hz), 2.51(3H, 
s), 1.39(3H, t, J=7Hz) 


17-5 


Me 


2-CI 


3-vin 


FA:197 


18-2 


Et 


2-Me 


3- ^--y'^OH 


N2:7.42(3H, m), 5.09(1 H, m), 4.33(2H, q, 
J^7HzX 3.58(4H, m), 2.42(3H, s), 1.37(3H, t, 
J=7Hz) 


18-3 


Me 


H 


HO 


N2:8.00(2H, m), 7.50(2H, m), 4.89(1 H, m), 

3.92(3H, s), 3.73(2H. m), 2.87(1 H, d, J=3HzX 
2.29(1 H. m) 


18-4 


Me 


H 


3- ^^^^Y^^OH 
Hd 


N2:8.00(2H. m), 7.51 (2H, m), 4.89(1 H. m), 
3.92(3H, s), 3.73(2H, m). 2.83(1 H, d, J=3Hz), 
2.25(1 H, m) 


18-5 


Et 


4-p 


3- ^^^--y'^OH 
Hd 


FA:229 


18-6 


Me 


2-OMe 


3- ^"^-r^^OH 
HO 


FA:227 


18-7 


Me 


2-GI 


3- "^^r^OH 
Hd 


FA:231 



[0057] MMmi-i 

(1) ^:^^/Vi^nyKO. 80ml, IH — <>^y>yTyWvl. 31g(DW:WW-WKi^^^ 

vi^^-^5mL^MK.. m^^witum^mMi^fco m^^x. (4r) -s- (2, 
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^tc, ±m^mm:i^fcMm^MK., lo^^mm^-r^mwi^tio ^mi^tcmmM^^m 

o 

(2) 2 - ( 1 , 3 - v?t:Kn - 2H - -O^X-T^^V — /V - 2 — fy t'V) - 1 - ( 3 - 
:tn'7:t,^^V) 3^^y>'933mg*5j;OTEAl. 28ml^-^ti'Diglyme^lSlOml4' (i, 

v^-r. l00°C-^#?aLltB;!K^66Ml;!)Px./cm.40i>FBl;^PI^jlitbfCo SIU--?^^ 

'^:y-^^:yu^;V{Q:l)m\hU^^. 2- (1, 3->^tKn-2H-^^X^5:^V— 
/V- 2-^y7^V) -l-{3-[(4R) -2, 2-v^p<^/V-l, 3--J:^^y=7>-A-4 
/V] :73i^/V} - 3 - (3 - Ji^/V) Z^Vi/^l^ -1,3- 1-1) 

^1. 68g(100%)#fCo 

[0058] [^12] 
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Ex No. 


plOI 


13401 

IV 


p501 


d5G2 


DATA 


1-1 


H 


H 


3-F 


H 


ES+:459 


1-2 


H 


2-F 


3-F 


H 


FA:477 


1-3 


n 


2-F 


3-CN 


H 


FA:484 


1-4 


H 


2-F 


2-Me 


H 


FA:473 


1-5 


H 


2-F 


3-Me 


H 


FA:473 


1-6 


H 


2-F 


2-CI 


11 
n 


ES+;493 


1-7 


H 


2-F 


2-F 


11 
n 


FA:477 


1-8 


H 




H 


H 


FA:459 


1-9 


H 


2-F 


3-CI 


H 


FA:493 


1-10 


H 


H 


3-F 


H 




1-11 


H 


4-F 


3-F 


H 


mm-\±-f 


1-12 


H 


2-Me 


3-F 


H 




1—13 


F 


2-F 


3-F 


H 




1-14 


H 


2-F 


3-MeO 


H 




1-15 


H 


4-F 


1^ r— 


5-F 




1-16 


H 


4-F 


2-CI ' 


n 





[0059] [^13] 
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Ex No. 




p401 


p501 


r>502 
rx 




DATA 


1-17 


H 


2-nBu 


3-F 


H 


Ph 


FA:515 


1-18 


H 


4~F 


H 


H 


Ph 


ES+:419 


1-19 


H 


2-MeO 


3-F 


H 


Ph 


FA:489 


1-20 


H 


2-CI 


3-F 


H 


Ph 


ES+:493 


1-21 


H 


2-Me 


3-F 


5-F 


Ph 


ES+:491 


1-22 


H 


2-Me 


3-CI 


H 


Ph 


ES+:489 


1-23 


H 


2-Me 


2-CI 


H 


Ph 


ES+:489 


1-24 


H 


2-Me 


3~Me 


H 


Ph 


ES+:469 


1-25 


H 


2-Me 


H 


H 


Ph 


ES+:455 


1-26 


H 


2-Me 


2-F 


H 


Ph 


ES+:473 


1-27 


H 


2-CI 


3~F 


5-F 


Ph 


ES+:511 


1-28 


H 


2-CI 


3-CI 


H 


Ph 


ES+:509 


1-29 


Py3CH20 


2-F 


3-F 


5-F 


Ph 


FA:602 


1-30 


H 


4-F 


4-CI 


H 


Ph 


ES+:493 


1-31 


H 


2-CI 


3-F 


5-F 


Ph 


N1: 1.40(6H, m), 2.15(3H, s) 
4.39(2H, m), 5.1 7(1 H, m), 7.03(7H, 
mX 7.32(2H, dt, J=:3 Hz, 9Hz), 
7.78(2H, dt, J=3H2, 9HzX 13.20(2H. 
brs) 


1-32 


H 


2-F 


3-F 


5-F 


Ph 


FA:495 


1-33 


H 


2-F 


H 


H 


Py3 


FA:460 


1-34 


H 


2-CI 


2-CI 


H 


Ph 


ES+:509 


1-35 


H 


2-CI 


H 


H 


Ph 


ES+:475 


1-36 


H 


2-CI 


2-F 


H 


Ph 


ES+:493 


1-37 


H 


2-CI 


3-CN 


H 


Ph 


ES-H:500 


1-38 


H 


4-F 


H 


H 


Ph 


ES+:459 


1-39 


H 


4-F 


3-Me 


H 


' Ph 


ES4:473 


1-40 


H 


4-F 


3-Br 


H 


Ph 


ES+:539 



[0060] mMM2-l 

N-^^/V^/Vyi^])l^-N-:^^iy}^'^ 72mg^^ti>THF(12ml) -)ftM;!K(3ml)^ 

'7/l^:tvi^^:=-/l^) -2- (1, 3-v?tKn-2H-^>'X^^iry— /V-2— TUt^V) 
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-(3, 5-v?7/V;rn73i^/V)-2-(l, 3-v^tKti-2H-^:xX^5:i5^V— /^- 
:tXMMM2-l)0. 83g(69%)^#fCo 
[0061] [^14] 
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Ex No. 


R " 


R 


n401 
R 


A Im 


DATA 


2-1 


H 


1 1 

H 


1 1 

H 


3,5-diF-Ph 


FA: 437 


2-2 


H 


1 a 

H 


H 


3-F-5-GF3"-Ph 


FA: 487 


2-3 


H 


H 


H 


3-CI-5-F-Ph 


FA: 453 


2-4 


H 


H 


H 


3A5~triF-Ph 


FA: 455, Ni: 3.28(2H, m), 4.43(1 H, dd, J-4Hz, 6Hz;, 
4.72(1 H, t J=6Hz). 5.20(1 H, d, J=^4Hz), 7.20(8H, m). 
7.75(2H. m), 13.12(2H, s). mp:139-140''C (EA-H) 


2-5 




H 


H 


3,5"diF-Ph 


FA:455 


2-6 




F 


H 


3,5~djF-Ph 


FA:473 


2-1 


H 


H 


H 


3-F-Ph 


FA:41 9 


2-8 


H 


H 


H 


3,5-diCl-Ph 


FA:469 


2-9 


H 


H 


H 


3,4-diF-Ph 


FA:437 


2-10 


H 


H 


H 


2,6~diC!-Py4 


FA:470 


2-1 1 


H 


H 


H 


2,6-diF-Ph 


FA:437 


2-12 


F 


CI 


H 


3,5-diF-Ph 


FA:489 


2-13 


H 


H 


H 


4-F-Ph 


FA:419 


2~-14 


F 


H 


H 


3-CI-5-F-Ph 


FA:471 


2-15 


H 


H 


H 


3-MeO-Ph 


FA: 431 


2-16 


H 


H 


H 


3-Cl~4-F-Ph 


FA:453 


2~1 7 


H 


H 


H 


4-GN-Ph 


FA:42o 


2-18 


H 


H 


H 


3~Br-5-F-Ph 


rA:4y/, 49yvl:1; 


2-20 


1 1 
n 


H 


6-F 


3.5~dlF-Ph 


rA:4oo, Nl:4.4uUrl, t, J-oHz;, 4. /ov.m, m;, o.i^^Unt 
m^, u. //\in, u— ority, o.o/\it.n, m/, u.ouvin, iwj, 
7.10(1H, m), 7.16(1H, m), 7.32(2H, m), 7.75(2H, m), 
13.17(2H. s), mp:128-129^C(EA-H) 


2-21 


H 


H 


H 


2-CI-Ph 


FA:435 


2-22 


H 


H 


H 


Thiop3 


FA:407 


2-23 


H 


H 


H 


3.5-diMe-Ph 


FA:429 


2-24 


H 


H 


H 


2,3-diMe-Ph 


FA:429 


2-25 


H 


H 


H 


2-F-Py4 


FA:420 


2-26 


H 


H 


H 


Thiop2 


FA:407 


2-28 


CI 


H 


H 


3,5-diF-Ph 


FA:471 


2-29 


F 


CI 


H 


3~CI-5-F-Ph 


FA:505 


2-31 


H 


H 


H 


3-MeOCO-Ph 


FA:459 


2-32 


H 


H 


H 


3-CI-6-Me-Ph 


FA:449 


2-33 


H 


H 


H 


4-F-3~Me-Ph 


FA:433 


2-34 


F 


F 


H 


3~CI-5-F-Ph 


FA:489 


2-35 


H 


H 


H 


2-CF3-Py5 


FA:470 


2-36 


H 


H 


1 H 


3-N(Me)2S02-Ph 


FA: 508 



[0062] [^15] 
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Ex No. 


A 


p-|401 

R 


R 


UA 1 A 


2-37 


3,5-diF-Ph 


2-F 


H 


rA:4oo, NKo.loun, m;, o.OiduH, m>), 4,o4vin, m;. 4. /yUn, 
mA o.<(iDl,ln, m;, D.yA4n, m;, /.I lUn^ t, J— uiizj, /.Z/Un, t, 
J=6H2), 7.32(2H, m), 7.75(2H, m), 13.18(2H, s). 

mp:218~219° C(EA-H) 


2"~38 


3,5-diF-Ph 


4-F 


H 


rA.4ot), Nl.o.Z4<.Zn, mj, 4.0oUn, m;, 4.o4Un, t, J-oriz;, 
o.oov, i n, 0, J— onz/, o.oyvon, my, o.yoViiri, my, /.zyv.on, m/, 

7 44('1l-J 1 TX(OV\ triS l'^nQ/'9M c'i mr»*9n9— 90'^*' H 
/.*T*TV,in, \\\), i.i'j\.£X\f my, io.ui7\tn, sy, mp-iu^ zwo o 








H 


FA-4'S'S 




o » o iviev/ rn 


n 


1 i 


PA-44Q 




o r i£. iviG r n 


N 

n 


i 1 








11 
1 1 










H 
1 i 


n 




9-44 


*T 1 o v/r3 — 11 


H 


H 
i 1 


FA-487 


2-45 


3-CN-Ph 


H 


H 


FA:426 


2-46 


3-Br~4~F~Ph 


H 


H 


FA:497, 499(1:1) 


9—47 




n 


n 


FA-4fiQ 


2-48 


2,3,5-triF"-Ph 


H 


H 


FA-455 N1'4 44(1H m) 4 72(1 H t J=6H2) 5 18(1H d 

1 #»■ i w *j 1^1 n~»^r w \ illy iii/^ ^ > # ^\ * ■ ' > ^ ' '^/f iw\itij v«t| 

J=4H2), 6.89(1 H. m). 7.15(4H, m), 7.32(3H. m), 7.76(2H, dd, 

J=3Hz, 6Hz), 13.19(2H, s), mp:1 27-1 29"C(EA~H) 


2-49 


Ph 


H 


H 


FA:401 


2-50 


3-CI-Ph 


H 


H 


FA:435 


2-51 


4-C!-Ph 


H 


H 


FA:435 


2-52 


2~Me-Ph 


H 


H 


FA:415 


2-53 


4-Me~Ph 


H 


H 


FA:41 5 


2-54 


3-F-Ph 


2-F 


H 


FA:437 


2-55 


3-F~Ph 


4~F 


H 


FA:437 


2-56 


2-Cl-5-F-Ph 


H 


H 


FA:453 


2-57 


2-F~Ph 


H 


H 


FA:419 


2-58 


2,3-diF-Ph 


H 


H 


FA:437 N1:4.42(1H, m). 4.69(1H, t, J=6HzX 5.14(1H, d, 
J==4Hz), 7.10(9H, mX 7.75(2H. m). 13.17(2H, s) ; 
mp:129-13r C(EA-H) 


2-59 


3~F-Ph 


2-F 


4-F 


FA:455 



[0063] [^16] 
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Ex No. 






X 


DATA 


2-60 


H 


p 


1 ,1-cPr-diyl 


FA:463 


2-61 


H 


F 


-CH(COOEt)- 


FA:509 










FA:467. N1: 2.97(1 H, m), 3.31 (2H, mX 4.42(2H, mX 


2-62 


H 




-CH(OH)CH2~ 


4.50(1 H, d, J=6H2), 5.01 (1H, d, J=6HzX 6.92(3H, mX 


F 


7.14(3H, m), 7.31(3H, mX 7.73(2H, mX 13.07(2H, sX 
mp: 187-188^C(EA-H) 


2-63 


H 


H 


1 ,1~cPr-diyl 


FA:445 


2-64 


H 




— C(Me)2 — 


FA:447 










FA:433, N1: 0.70(3H, mX 3.53(1 H, mX 4.24(1 H, mX 


2-65 


H 


H 


-CH(Me) — 


4,51 (1H. mX 5.05(1 H. mX 6.90(1 H, mX 7.16(9H, mX 
7.72(2H, mX 13.06(2H, sX mp:122-123°C(EA-H) 


2-66 


H 


H 


— CH(CN) — 


FA:444 


2-67 


H 


H 


--CH(Ph)- 


FA:495 


2-68 


H 


H 


-CH(i-Pr) — 


ES+:461 


2-69 


H 


H 


-CHCMeOCH^)™ 


ES+;463 


2-70 


H 


p 


— CH(Et) — 


ES+:465 


2-71 


H 


H 


-CH[N(Me)2CH2]- 


FA:476 


2-72 


H 


H 


— CH(gBu)— 


FA:473 


2-73 


H 


F 


— CH(cHex)— 


FA:519 


2-74 


H 


H 


— CH(cPr)— 


FA:459 


2-75 


2— F 


H 


-CH(Me) — 


FA:451 


2-76 


H 


H 


-CHCCFs)- 


FA:487 



[0064] [^17] 



wo 2005/118556 



50 



PCT/JP2005/010184 




[0065] 

2-(l, 3->?tKn-2H-^>^X-f5:^V— /k-2-^y7'V)-l-[3-(l. 2- 
v'tKn=¥v'^^/V):73i:=^/V]-3- (3-:7/V':^n:7ji^7k):/ti^-?>'- 1, 3-i^:tl^ 
0. 21g4oJ;t/:^7Vhg^^^/V 0. 3g^'^tfTHF^|g6mlcl3i^t°yi;?-r>i^ p- 
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- V? t Kt3 - 2H <>'X-r5:^V— /V - 2 fy T^V) - 1 - ( 3 - y /V^uy a:.^;V) 

-3- [3- (2-^h^->-2-^^/v-l, 3-zy^^y'7:y—A-4;v)ya:.=^;v'\y°vi 
1, 2,--y^:yiM1^m^-\) 162mg(68%) ^#fCo 

[0066] [^18] 




Ex No. 1 PJ 


' DATA 


3-1 


MeO 


Me 


FA:475, N1:1.55(3H, s), 3.28(3H, m), 3.41(1 H, m), 4.32(1 H, m), 5.07(1 H, m), 
6.92(1 H, m). 7.10(5H, mX 7.30(4H, mX 7J4(2H, mX 13.13(2H, sX 


3-2 


MeO 


H 


FA:461, N1:3.30(3H, mX 3.43(1 H, mX 4.31(1 H, mX 5.05(1 H, mX 5.95(1 H, mX 
6.91(1H. mX 7.09(5H, mX 7.29(4H, mX 7.74(2H, mX 13.13(2H. sX 


3-3 


vin 


H 


FA:457 


3-4 


EtO 


Et 


FA:503 



[0067] mMmA-\ 

2 - ( 1 , 3 - Kt3 - 2H - ^-:yX^^^^-/—;V - 2 — f y t'V) - 1 - { 3 - [ (4R) 
-2, 2-v'^^7V-l, 3-v?;^^y9>'-4--f/^]^cn^/P-}-3- (3-:77V::^n:7 

3i^/K3:l~l:3)^m$l5J;i). 2-(l, 3-v^tKn-2H-^^X-r5:i5i'V— /V-2 
-^y^^V) - l-{3-[(lR) -1, 2-v^t:Ki3dr^>-3^^/V]7ai^/V}-3 - 
;V:txiy a:.=:.;V) yxi/<y- 1,3- - 1) 640mg (42%) ^#/Co 
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3 - (2 - ( 1 , 3 - - 2H - ^l^X^^^^y —/^ -2-4]) t'V) - 3 - { 3 - [ ( 

4R)-2, 2-v?p«^/V-l, 3-iy:t^y9>-4-4^V}-2-y/^:t^^^^M- 
3-:^dry:/n/V^/V)^>'y^h];7V 140mg^@^^-;4c(4: 1) SmU^^j^U 3 

m$PJ:«9#fci'^*^ti^«^g^^3i^/v---^^f-^;5^^>SI^^B-r§^i:T\ 3- (2- (l, 

3 - Kn - 2H - ^^X^^^V'— /V - 2 - y t'V) - 3- {3-[(lR)-l,2-v? 

lli&#!)4- 1 1) 105mg (82%) ^#fCo 
l^ili^b-C. AD-mix-^— iJ^^.^V^-a-^b/cv'tKn^v'^ti'^i^ja^b^V^/c. ^J^; 

[0068] [^19] 



wo 2005/118556 PCT/JP2005/010184 




Ex 
No. 




R501 




X 




Sal t 


DATA 


4-1 


H 


3-F 


H 




H 




rA . ^ 1 y N 1 , 4, 4U v. 1 n, in^, ^.Di5\in, I, 
J=6Hz), 5.15(1H, J=4Hz), 7.10(10H, m) , 
7.73(2H, m), 13.09(2H, s) , mp: 190~19rc 
(EA~H) 


4-2 


H 


3-F 


5-F 


-(CH^)^- 


H 


— 


FA:451 


4-3 


4-F 


3-F 


H 




H 




FA:437 N1 :4.66(1H, m) , 4.82(1H, t, 
J=6Hz), 5. 37(1H, d, J=5Hz), 7. 14(9H, m), 
7.73(2H, m), 13.08(2H, s) , mp: 127"-128°C 




2-F 


3-F 


H 


-CH2- 


H 




FA:437, N1:3.11(1H, m) , 3.31(1H, m), 
4.62(1H, m), 4.77(1H, t, J=6Hz), 5.23(1H, 
d, J=4Hz), 6.92(2H, m) , 6.99(1H, m) , 

7.75(2H, m), 13.17(2H, s) , mp: 197-198''C 
(EA-H) 


4~3 


Z me 


Q — C 


or 


— — 


ri 




FA:451 N1:2.34(3H, s) , 3.50(2H, m) , 
4.95(1H, tn), 6.48(1H, m) , 6.73(2H, m) , 

7.53(2H, m), 12.70(1H, brs), 13.10(1H, 
brs), inp:228-229''C(Et0H) 


4-6 


H 


3-F 


H 




H 




FA:419 


4-7 


2~F 


H 


H 




H 




FA:419 


4-8 


2-nBu 


3-F 


H 




H 




FA:475 N1 :0. 90(3H, t, J-7Hz), 1.17(4H, 
m), 1.83(1H, m), 2.29(1H, m) , 2.93(1H, m) , 
3.06(1H, m), 4. 55-4. 63 (1H, m) , 4.71((1H, 
t, J=6Hz), 5.00(1H, m), 6. 79~6. 94 (5H, m) , 
7.04(1H, m), 7.14(1H, m) , 7.29(2H, dd, 
J-3HZ, 9Hz),7.75(2H, dt, J=3Hz, 9Hz) 
13.10(2H, s), mp: 1 32-1 33°C (EA-H) 


4-9 


2~F 


3-Gl 


11 
n 




ri 




FA:453 N1 :4.63(1H, m) , 4.78(1H, t, 
J-6Hz), 5.24(1H, d, J=4Hz), 7. 12(9H, m) , 
7.76(2H, fn), 13. 18(2H, s) , mp: 139~140'C 
(EA~H) 


4-10 


2-F 


3-F 


H 




F 




FA: 455, N1:3.11(1H, m) , 3.32(1H, m) , 
4.62(1H, m), 4. 78(1H, t, J=6Hz), 5.23(1H, 
d, J=5Hz), 6.95(3H, m) , 7. 10(3H, m) , 
7. 19(2H, m), 7.54(1H, m), 7. 72-7. 75 (IH, 
m), 13.22(2H, s) , mp: 208-209°C (EA-H) 


4-1 1 


2-F 


3-CI\l 


H 




H 




FA: 444 


4-12 


2-F 


3-IWeO 




- CH2 - 




oxal 


ES+:562 



[0069] [^20] 
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3 




Ex No. 


D501 
K 


d502 
K 


K 


□A 1 A 


4-13 


2-CI 


H 


2-Me 


FA:449 


4-14 ' 


3-Ue 


H 


2-F 


FA:433 


4-15 


3-CI 


H 


2-CI 


ES+:469 N1:2.93(1H, mX 4.76(2H, m), 5.33(1 H, m),7.09(6H, 
m), 7.25(1 m), 7.33(2H, dt, J=3Hz, QHz), 7.77(2H, dt, J=3Hz, 
9Hz) 13.24(2H, brsX mp: 134-1 36°C (EA-ET-H) 


4-16 


2-Me 

Im IVI b 


H 

i 1 


2-F 


FA-433 

1 # \m ■ ^^^^ 


4-17 


2-CI 


H 


4-F 


FA;453 N1:4.66(1H, mX 4.81(1H, mX 5.34(1H, d, J=5HzX 
6.77(1 H, mX 7.01(3H, mX 7.16(2H, mX 7.32(2H, dd, J=3Hz, 
6Hz), 7.42(1 H, m), 7.75(2H, dd, J=3Hz, 6HzX 13.20(2H, s) 
mp:135~137 C(EA-H) 


4-18 


3-CI 


H 


4-F 


FA:453 N1:3.26(2H, mX 4.67(1 H, mX 5.35(1 H, mX 6.86(1 H, mX 
7.08(1 H, mX 7.23(6H, mX 7.45(1 H, mX 7.75(2H, m) 13.08(2H, 

s). 


4-19 


3-F 


H 


2-MeO 


FA:449 


4-20 


3-F 


H 


2-Me 


FA:433 N1:4.61(1H, brsX 4.71 (1H, t, J=6HzX 5.02(1 H, brsX 
6.99(7H, mX 7.31(2H, m), 7.75(2H, mX 13.18(2H, sX 
mp:1 39-141" C(EA-H) 


4-21 


3-F 


H 


2-CI 


FA:453 N1:2.91(1H, m), 4.78(2H, m), 5.34(1 H, m), 6.98(6H, mX 
7.24(1 H, mX 7.33(2H, dt, J=3Hz, 9.Hz)J.77(2H, dt, J=3Hz, 
9Hz) 13.25(2H, brsX mp: 125"127°C (EA-H) 


4-22 


3-F 


5-F 


4-F 


FA:455 N1:4.68(1H, mX 4.85(1 H, mX 5.40(1 H, d, J=4HzX 
6.95(4H, m), 7.30(3H, m), 7.45(1 H. dd, J=2Hz, 7Hz). 7.74(2H, 

dd, J=3Hz, 6HzX 13.10(2H, sX mp:1 47-149'^ C(EA-H) 


4-23 


3-CI 


H 


2-Me 


ES+:449 

N1: 2.31(3H, sX 3.32(1H, mX 3.58(1H, mX 4.92(1H, mX 
7.00(4H, mX 7.12(2H, m), 7.23(1 mX 7.38(2H, mX 7.51 (2H, 
mX 1 2.70(1 H, brsX 1 3.1 0(1 H, brs) 


4-24 


2-CI 


H 


2-F 


FA:453 


4-25 


3-Me 


H 


2-Me 


FA:429 N1:2.18(3H, sX 2.26(3H, sX 3.47(2H, mX 4.85(1 H, mX 

6.94(5H, mX 7.1 7(1 H, mX 7.36(2H, mX 7.50(2H, mX mp: 
196-197''C (EA~H) 


4-26 


3-MeO 


H 


2-F 


FA:449 


4-27 


H 


H 


2-Me 


ES+:415 



[0070] [^21] 
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Ex No. 


Ail 




p5Q2 


R401 


DATA 


4-28 


Ph 


2-F 


H 


2-F 


FA:437 


4-29 


Ph 


2-F 


H 


2-l\/le 


to^.noo, IN i .^L.^coVorl, S), o.HKi\Z.ri, rtl/, ^.a•J\\^l, 

6.62(1H, m), 6.82(1H, m), 7.12(5H, m), 7.41(1H, m), 
7.52(1H, mX 13.10(2H, m) mp: 21 5-21 7°C (EA-H) 


4-30 


Ph 


3-F 


D-F 


2~CI 


ES+:471 

N1: 2.98(1H, m), 4.81(2H, m), 5.48(1H, m), 6.87(3H, mX 
7.u9(2H, m), /.29(3H, m; 

7.75(2H, dt. J=3H2, 9HzX 13.27(2H, brsX mp: 126-129°C 
(EA-ET-H) 


4-31 


Ph 


4-CI 


H 


4-F 


ES+:453 


4-32 


Ph 


3-Me 


H 


2-CI 


FA-449 

N1: 2.15(3H, sX 2.86(1 H, mX 4.75(1 H, mX 4.78(1 H, t, 
J-oHz;, 5.2 /uH, m;, d,9d(,dH, mj, /Jy(.lH, m;, /-oz(,ZH, dt, 
J=3Hz, 9H2), 7.75(2H, dt, J==3Hz, 9Hz), 13.20(2H, brs) 


4-33 


Ph 


3-F 


5-F 


2-F 


FA:455 

N 1:3.1 5(1 H, m), 3.32(1 H, mX 4.64(1 H, m), 4.79(1 H, mX 
5.26(1 H, mX 6.92(4H, mX 7.1 1(1 t, J=6HzX 7.27(1 H, t, 
J=6HzX 7.32(2H, mX 7.75(2H, mX 13.18(2H, sX 
mp:218~219°C(EA-H) 


4-34 


Py3 


H 


H 


2-F 


ES+:420 


4-35 


Ph 


4-CI 


H 


2-CI 


ES+:469 


4-36 


Ph 


H 


H 


2-Cl 


ES+:435 


4-37 


Ph 


2-F 


H 


2-CI 


FA:453 


4-38 


Ph 


3-NC 


H 


2-CI 


FA:460 


4-39 


Ph 


H 


H 


2-CI 


ES+:419 


4-40 


Ph 


3-Me 


H 


4-F 


ES+:433 


4-41 


Ph 


3-Br 


H 


4-F 


ES+:497, 499(1:1) 



[0071] mMm5 

l-(3, 5-i>y/P:tT^^^^/'i^) -2 - (1, 3-v?tKP-2H-^^XV5:yy— /V 

-2-4])y^^>) -3-{3-[l-tKndri/-2- (pi^/u:^/vyr^/v)a^^/v2^^^ 

2 (1, 3-v?tKn-2H-^:/X^5:^V— /V-2--ry7'>^) -3-{3-[l-tKn 
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%)^#yto ES+:499 

[0072] 

2- (1, 3-v^t:Kn-2H — <:/X-r5:^V— /V-2-'l'y^V) -1- 
:7^^/V) -3- [3- (l-}i}^^vi^iy-3-:t^yy^My^^/\^ly'viy<:y-l, 3- 

^^/U^9J>>^n'^hi^y>'^— KXMMU ^^^l^- g^^^^/V ( 1 : 1 ~ 1 : 3) 
J; «9 2 - ( 1 , 3 - v?t:Kn - 2H - ^^^X-T 5:^'^ — /V - 2 - -fU t'V) - 1 - [ 3 - ( 1 , 

3 - v?tKndrv^7"'^/w) :73i^/v] - 3 - (3 - :7/v:tviy^^/u) zfxi/^^^ - 1 , 3 - 

-1)1 lOmg (60%) ^#fCo 

mm 




Ex 
No, 


R501 


R502 


Bit 


R2 


R3 


X 


DATA 


6-1 


p 


H 


pheny-1 ,3-diyl 


-OH 


H 


— GHaCHCMe) — 


FA:447 


6-2 


F 


n 


pheny~1,3~diyl 


CI 


H 


-CH^- 


FA:437 


6-3 


F 


F 


pheny"1,3-diy! 


H 


Me 


bond 


FA:421 


6-4 


F 


p 


pheny-1 ,3~diyl 


—OAc 


H 


CH2 


FA:479 


6-5 


F 




Thiop-2,5-diyl 


— OAc 


H 


^CH^- 


If Si±"^ 


6-6 


F 


F 


pheny-1 ,3-diyl 


— N(Me)2 


H 


-CH2- 


F/^.464 


6-7 


p 


F 


pheny~1 ,3-diyi 


-SMe 


H 


-CH2- 


FA:467 


6-8 


F 




pheny-1 ,3-diyl 


-N3 j H 


GH2 




6-9 


p 


H 


pheny-1 ,3-diyl 


— OH 1 H 


-CH(OAc)CH(Me)- 


ES+:505 
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[0073] 

2-(l, 3-v?tKn-2H-^^^X-Y5:i5?V— — fPy'V) -1- [3- (1. 2- 

v?fcKti=¥v/^^/v)73i^/v] -3- (3-7/v::rn:7ai^/v):/t3^-?^-i, 3-v?;r:x 

200mg:io J:tF2 -p<^/V:7°n/-^^^53 u l^-^-tf DMF^ISSmlcti tC, 1 - tKndr 
->^>'y>yTyWH;^Cfpi^88mg, WSCHCl llOmg, v?p<^/VT5:y v?:x70 



h^'9:7^— i;iT*t$^U --drf-^-g^^3z^/V (2:l~0:l)^mflSJ;«9. 2-{3- 

[2- (1, 3-v?tKn-2H-^:xX-r^iry— /v-2 — iVf^) -3- {.3-y;v:t^ 
:7ai-/k) -3-;^^y:/ti/V^/v]7j^^/v} -2-t:Ktide>^rn^/k-2-p«^/k:7' 

nx^y^^— h (^Ji^i|7- 1) 90mg (39%) ^#/Co 



[0074] [^23] 



501 




Ex No. 


R601 


D502 


R' 


R^ 


X 


DATA 


7-1 




H 


H 


-OCO-iPr 


-CHr 


FA: 489 


7-2 


F 


P 


H 


-OH 


-CH [N (Me) 2CO] - 


FA: 508 


7-3 


p 


H 


-COMe 


-OCOMe 


-CH2- 


FA:503 


7-4 


p 


H 


-CO-iPr 


-OCO-iPr 


-CHr 


FA . S 5 Q 


7-5 


F 


H 


H 


-OCOMe 


-CHr 


FA:461 



[0075] %mms 

N, N-v^y^/t'i/yv^>^:iL^to. 14g. HOBt O. 14g. WSCHCl 0. IQg^aJ; 
OTEAO. 2SrQi^^tsT>MFMmi0rai^\ZL2- {1, 3- v?tKn-2H-^^XV5: 
i^y— /V-2— fUy'V) -1- [3- (1, 2-v^tKn^iy^^/V):73.^/V] -3- (3 
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^^bKi:JO. e^l^^HC02-{3-[2-(l. 3- v^t:Kn-2H-^^XV^^V— z^- 

2_^y^V) -3- (3-:7/k:^in:7aic:^/k) -3-;^=ary^nxV^/^]:7ai^/^} -2 

- \i]i^vi^-y:^^;V (v?^^7kT^7) T-fe^^— hi^^i^O. 2g (44%) ^#fCo FA : 504 
^ii^[|9-l 

l-[{3-[2-(l,3-v^fcKn-2H- ^y-X^^y^/^/V - 2 — TP t^V) - 3 - ( 
;V:^xiy a:.c=.;V) -3-:t^y:fvi/<y4;V']'7zt.^;V} (tKndr^»^^/k] -2- 
t Kndf-i/:/nhVVT-fe7^— M04mg^-^tf THF^m 1 0ml, — /V^m2ml "^fi 
1. 0M<D;4<^^t:':hhy!>i»^0. 62ml^;!)PX., 305>r^^#bfCo m^(Dm^M. 

X^^iry'— /v-2— ryT'V) -1- (3-:77V:^ti:73i^/v) -3- [3- (1, 2, 3-h 

])}iYti^-y:f^;V)'7z^^;V']-:fn/<ly- 1. 3->?:^^(|IM^(|9- 1) 35mg(37%) 

IIJg^iI9-5 2-(l, 3-v'tKn-2H — <::/X-r^^V— /V-2— fU^V) -1- ( 
3-7/V:^in:7jic:^/v) -3- [3- {\i\'^n^-^^^;v)yzz.^;v'[y°xi/<^^-l, 3-v^:^ 

FA: 389 

IIJi^[l9 - 6 1 - (3, 5 - -Jy ;V:^viy zz.=^;V) - 2 - ( 1 , 3 - v^tKn - 2H - ^:/X 
^^^V— 7^-2— ryy'V) -3- [3- {\iYvi^iy?^^;v)ya:.^;v'\-:fxi/0-i, 3 

FA:407 
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[0076] [^24] 




Ex No. 


pSOl 


p502 






X 


DATA 


9-1 


F 


H 


pheny-1 ,3-diyl 


-OH 


-CH{OH)GH(Me)- 


ES+:463 


9-2 


F 


p 


pheny-1 ,3-diyl 


H 




FA: 407 


9-3 


F 


p 


Thiop-2,5-cliyl 


—OH 




FA: 443 


9-4 


F 




pheny-1 ,3-diyl 


-OH 


-CH(COOH)- 


FA: 481 



[0077] mmmio 

2 - ( 1 , 3 - - 2H - ^^x-r5:y y — /V - 2 — r y t'V) - i- {3-[2-(i 

, 2-v^tKn^^>^^/V) -1, 3-i^:t^yy^^-4 — l'/V]:7cn^/V} -3- (3-^ 

Kn-2H — 0^^^^y^—;v-2--(])^^» -1- {3-y;v:t'ayz^^;v) -3- { 

3- [2- (^/V4^y>'-4-^/M^/V) -1, 3--J:t^y9l^-A-4/V']V^=:.;V}-:f 
n/^l^-l, 3-v?:^^/ 0. 16g(60%)^#fCo FA:530 

2-:/n^t;°y>?^0. 33ml^THF3mUi^^U -78°C(^<^iPLfc^. 
;V]}^^J>,2. 2nA^M^. lllMS-e30^^#bfCo ^O^m^3- [2- (1, 3-v?t 
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fc^^'^mi^^4Nm.m-BM^^/^MmiO. 2md 'X:mm.ir^^tKXK>. 2-(l, 

-3- {3- [tKn^^Xt°yv?^^-2-^/v)^^/v]:7ai^/v}:7°n/-?^/- 1, 3- v^:^ 

^'^WM. i%W§\\ 11-1)15 Img (42%) ^#fCo 
FA: 466 

Wmc\^X2- (1, 3-v?tKn-2H-^^X^5:^V— /V-2-^y^V) -1- (3 

--7 ;vyrn^ ^x-z^jrv) - 3 - { 3 - [tKndf-^> ( i ih — f^ii^'V^— /v- 2 - ^ 

/V) ^^/i-] 7^^/^} - 1,3- (llife^y 11-2) ^#fCo 

FA: 469 

mi^yi2 

l-[3-(i5^nci7«5^/V)7ji^/V]-3-(3, 5-v'^/V:^P:7^^/k)-2-(l, 3- 
v^tKn - 2H - ^:xXV^ir y'— /V - 2 — f y t'V) >^n/^^^-l,3 - i^:^^ 1 OOmg 
^-^tfDMSO^|g2mlct'^-g^^;^y!>-^35mg^»m^ ^?aTt--C^2 0 f^»# 

||-feJS^(D3-[3-(3, 5->^:7/V:^ti:7ji:::::/V)-2-(l, 3-v'tKn- 

2H - ■-^^xv5:^'y — /V - 2 — f y t'V) - 3 - :^^y 7°ti/ Ny-r/v] v?/vT-fey^ 

— h 68mg (64%) ^#/Co FA : 449 
[0078] Ilii^!jl3-1 

l-(3, ^--y'7;V'^xi'7^::=-;v)-2-iX, 3-v'tKn-2H-^:xXV5:i$^y— /V 

-2-'l'y7^V)-3-[3-(l, 2-v?tKndr^>rc^/k):7aic:^/k]:7°n/-?:/-l, 3- 
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v?:^^^=3f : CHIRALCEL OD-H (^p"p^ . i5^V-fe/Hb^X||;^^^ 

^>'X^^i5'V— ry^V) -3-{3-[(lS) -1, 2-v'tKt^^>^:^^/V]:7 
:xL^/V}y'u^<ly-l, 3-v^:^>^(mi^!jl3-l)^#fCo FA:437. [a] +21. 3 



° (c 0. 350 MeOH) 

^fc^Wi^m^^M^^m\^W-t\.Xl- (3, 5-i^y;v:tvi^^^/v) -2- {1, 3- 

v^fcKn - 2H - -^^XV^^V'— - 2 - ^V) - 3- {3-[(lR)-1.2 - v^fcK 
ndf-i/^^/V]:7ji^/V}7°n^-^:x-l, 3->^:^^(|life^[J13-2)^#fCo FA:437 
, Nl:3. 27(2H, m), 4. 42(1H, m), 4. 71(1H, t, J = 6Hz), 5.1 
7(1H, d, J=4Hz), 6. 91 (3H, m), 7. 14 (3H, m), 7. 30 (3H, m 
), 7. 74(2H, m), 13. ll(2H, s) . mp : 189- 190°C (EA-H) . [ a ] -2 

D 

1. 2° (c O. 367 MeOH) 

1 - [3 - (2 - Tv^K - 1 - tKnd5^v^3^^/k) :73i::^/v] - 3 - (3, 5 - v'7/V:^n:7 
- 2 - ( 1 , 3 - v^fcKn - 2H - ^>-X-r^^V— /V - 2 — f y t'V) :7°n/^>^ - 
1,3- v'^^^SeSmg^ 10%^-^^v?!> A - 1 20mg^@^^^^/V50ml tC;!jPX.. 

— ^7V^;!jP;tfc#. ;^c-ettmbfc„ ;^cJB^Ii$i«*T*^'fe@#:coi- [3- (2-T 

3:/-i-tKi3^^>3^^/v):7ji^/v]-3- (3, 5-v':7/v:^ti:7cn^/k)-2-(i, 3 

- v^fcKn - 2H - ^^X-r^^V — /V- 2 — fy t'V) 1,3- v?:^^ {MM 

14 - 1) 250mg (47%) ^#fCo FA : 436 

MMM14-2 2-(l, 3-v^t:Kn-2H-^>-X-r5:i5?V— /k-2--ryT'V)-l 

- [ 3 - ( 2 - ^^/V -1,3- -J:t^y9l^- 4 - -f/V) :7ai:=^/k] - 3 - ( 3 - :7/k:^n 

:7ai^/v):/ci/^^-i, 3-v^;r>^ 

FA:459 

^ii^[Il4-3 l-(3, 5-v?:7/v;^ci:7aic:^7V)-3-{3-[(lR)-l, 2-v?tKn 



D 
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FA:471 
[0079] mMMl5-l 

1- [3- (2-T5:y-l-fcKn=¥iX:i^^/^)7ai^/^]-3 - (3, 5-i^yjV:t^7^ 
^^V) -2- (1, 3-v^tKn-2H-^^X-r^^V— /^-2-^y7'V)7°n/N^^-l 

, 137mg^t°i;v?^10mUC^^L. 7k/^TM7K@^^35mg^;!jPx.fCo ^ 

J^^u-^h^^yy^—lCXmMU ^nciTjN/Vi^-T^^y— /V(30: i)^mgpJ;«9M^^ 
i^#:ON-(2-{3-[3-(3, 5-v'y/V:^n:73i^/k) -2- (1, 3-v'tKn-2H 
-^^X-r^li^'V— /v-2— ry^V) -3-:t-^y7°n^V-r/^]:7cn^/v} -2-fcKn 

driX3^^/V) T-fehT5:K 15-1)1 20mg (80%) ^#fCo FA : 478 

mi#ill5-2 2-{3-[2-(l, 3-v?tKn-2H — /V-2--l'y 

■t'V) -3- (3-:7/v;^n:7a:c:^/v) -3-:^^y7'n/V^/v]:7^^/v}-2-tKn 

FA:491 

IIM^yi5-3 l-{3-[2-(l, 3-v?tKn-2H — ^^X^^:^^^— 7V-2— fy 

t'V) -3- (3-:7/v;^i3:73i^/k) -3-;r^y7°tiyV^/v]:7ji-/v}-2-tKp 

FA:461 

llii^!)15-4 2-(T-fe^/V:^=¥v/)-2-{3-[2-(l, 3->^tKn-2H-^>' 

XV5:^V— /k-2— ryT'V) -3- (3-7/v;^ti:7a:c:^/k) -3-^^y:7°nyNy-r 

FA: 546 

[0080] Hife^yie 

2- (l, 3-v?tKn-2H-^>^X-r5:^V— /V-2 — fy^V) -1- [3- (1, 2- 
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300mgiCDI 200mg^Tol7mUi^^L. 80°C'ei2B#r^*#L}^Co KStM^M. 

/V(10:l)^m§l3J:'9ltfe@#:(D2- (1, 3-v?t:Kn-2H — OX^^^y^— 
/V-2-4]}T>')-l-(3-^/V:t^^^^M -3- [3- (2-:t^y-l, 3-v^:^ 

— l'/V):7ai-/k]7°t2/-?:x-l, 3-v?:^^30mg(9%)^#/Co ES+:4 

45 

mmm 1 7 

mmMMmi<D:fjm::.m^. i-(3, 5->^:7/v;^n:7aic:^/^)-2-(i, s-v^hK 

n-2H-^>-X-r5:i5?V— /V-2--ry7'V)-3-[3-(2, 2-v^7<9^/V-l, 3- 
v':^=3^i^^-4-^/^):7cnc::^/^]:7°^/■?^-l, 3 - v':^>'^#fCo ES+:491 

2-[tf;^(y^/V>^/1^7T— /^)y^l^^]-l-[3- ((4R) -2, 2--J?i^/V-l, 
3 - iy:t^y9l^ - 4 - ^/V) - 2 - :7/k:;^ t2 :7 jic:^/k]-3-t°yv?>--3 - ^/V 
^<ly-l, 3--J:t:y 0. 12gtl, 2-y^^Uly-JT^ly 36mg^3^i5^y— 8ml 

-^hi^^^7^— t^TltMU @^^^^/V-^=3ri^^ (3:l)^m§l5J;«9^felS#:<^)2- 
(1, 3->?tKn-2H-^>'X^^i5^V— /V-2--fy7'V)-l-{3-[(4R)-2, 2- 
v^y^/V -1,3- v'^^^Sry - 4 - ^/V] - 2 - :7/k::^in :7ai^/H - 3 - t°y -J>' - 3 
— l'/V-7°tiyN^-l, 3-iy:t>0. 12g(97%)^#yto FA:460 

[0081] ^mmi. GnRH^mi^^^ffmnm 

tCtt^V ^ . '''l - D - Trp' - LHRH<D t hGnRH^^#:-^<D*^ 

50 

*^;^^^25t;i^i-o 

^i^^[|2. Ex vivo binding assay iCj;^^b'^#)jkcl3iiS(^S!i^ 
9Mftp<^Wistar^^tt75/h ( 0 ;2^rc;5^rc/v>/— ) (z:^ o. 5%p<^/V-fe/Vn— (MC 
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[0082] [^25] 





=-f^/5ll -J 


Mi^#'J 2 






P M D U 5iS5 /Tfc" 

MJ/L#ffl (A) 

IC50 (nM) 


jll"£^l^n rfn cti FS= fa\ 

^L.taWMn* \o) 

2 mmm 


K,D) / * 


Ex2-3 


0.082 


0.71 


8.7 


Ex2-4 


0. 17 


1.31 


7.7 


E X 2 5 


0. 10 


0.82 


8. 2 


Ex2-7 


0. 19 


1. 65 


8.7 


Ex2-12 


0. 15 


0. 92 


6. 1 


Ex2-20 


0. 20 


1. 14 


5. 7 


Ex2-48 


0. 22 


2. 16 


9.8 


E X 2 50 


0. 12 


0. 88 


7. 3 


Ex4~l 


0. 093 


1. 38 


14. 6 


Ex4-4 


0. 10 


1. 04 


10. 4 


E X 4 5 


0. 12 


3.74 


31.2 


Ex4-8 


0. 081 


1. 79 


22. 1 


Ex 4- 15 


0.076 


1.44 


19.0 


Ex4-21 


0. 24 


2. 17 


9.0 


Ex4-22 


0. 13 


2. 17 


16. 7 


Ex4'~" 2 3 


0. 18 


1.11 


6 . 2 


Ex4-25 


0. 14 


1.39 


9 « 9 


Ex4-29 


0. 19 


6. 44 


33.9 


Ex4-30 


0. 10 


1.5 


15.0 


Ex4-32 


0. 12 


0.67 


5.6 


Ex4-33 


0. 12 


1. 59 


13. 3 


nmit^^ 1 


0. 95 


1. 49 


1.6 


mmit^^^ 2 


0. 97 


1. 29 


1.3 


nmit-^^^ 3 


0. 19 


0. 04 


0. 21 



m^itBrn 1 : 't$fFS:iiii 1 izmm(D ex 4 0 

WMit-^^ 2 : !ttfF3S;ili^ 1 IzmmO Ex 2 5 1 
WMit-^^ 3 : i^^WfXM 1 lzmm(D Ex 2 3 9 



* : it^'m(Dm.^'Mm (B) tG n RH^nWmifii^m (A) (Dtt^^fo 
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[0083] 



50 



tlf^fi^l p57(Z)r2. GnRH^^ifiLct'^^M^P^-h#SJSt-Mi-^t§^ftffl 



^(14. ^h^n— AP450 (CYP) 3A4^^|1.*^|^ (^i^r^+B5:#fflM) 

(1) mm'^m(DW-m) 

mg protein/ml) ^0. ImM EDTA, ImM NADPH^-^tf lOOmMy^^^W 



[0084] [^1] 



RiSiStt I (%) =100-V , ,/Vo, , X100 
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[^26] 



Ex No. 


CYP3A4 


Ex No. 


CYP3A4 

Pfil^;itii(%) 




2 


2-54 




2-4 


-8 


2-50 


—1 0 


2-5 


-7 


2-56 


13 


1-1 


-5 


2-57 


-12 


2-11 


-5 


2—58 


2 


2-15 


-5 


2-62 


-10 


2-18 


6 


2-65 


-5 


2-20 


18 


4 — 4 


-10 


2-21 




4—9 


-1 


2-23 


15 


4— 1 4 


-6 


2-28 


-5 


4-15 


4 


2-29 


14 


4-18 


2 


2-33 


-9 


4-21 


4 


2-34 


1 


4-22 


-9 


2-37 


-1 




-3 


2-38 


-4 


4-24 


10 




0 


4—25 


1 


2-43 


-2 


4-28 


9 


2-46 


-9 


4—29 


-8 


2-47 


A 

nr 


4-30 


9 


2-48 


4 




40 


2-49 






53 


z— oU 


-8 




58 



(2) mmmmi (mw^ttno^m) 

965a::7'W— h^ffiV^T. ^^>fb-B-i^*5j;U?fchBf^i^ny— A(0. 1 mg protein/ 
ml)^0. ImM EDTA, ImM NADPH^'a'ti'100mMy>'^@WlS(pH = 7. 4 
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[0085] IMC2] 

mmm-^w (%)=ioo-Vi,„/Vo,ii/(ioo-PflW>5i4i (%))xiooxioo 
Vo,,i : mmumn-cumit^mm^Tizioif^mMoixmmm. 

:^^^<D1^^, 0"!jx.}^Ex2-4, Ex4-1, Ex4-4, Ex4-5, Ex4-21, Ex4- 
22, Ex4-25, Ex4-29&tJ?Ex4-30cD>fb'^i^f*, #fFJCfi^li;ifB^C»Ex40, 
Ex25lAU^^Ex239<Z)^l:'^i^f^M:b. CYP3A4^K^i^m^^i&<. CYP3A4;5Sf^^jc|^ 

;«f^>^^li^Wt-'C. I^li^^b-a^i^. thlf^i^ny — A(0. 2mg protein/ml) ^O. 1 
mM EDTA, ImM NADPH^'a'tf lOOmMU^^M^j^gcti (pH7. 4) "CIS^ 

jS^#itbfCo ^cr)^i^^:7Vv^HPLC-e5^Wbintegration plot{^J;«9in vitro 

;2^t*;^<Z)|^^, '^!jx.{^Ex2-4. Ex4-1. Ex4-4. Ex4-5. Ex4-21. Ex4- 
22. Ex4-25. Ex4-29^U?Ex4-30(D^b-^i^f*. #fFJCfi^lt^lB*C)Ex40. 
Ex25lAU^^Ex239(D^l::'^i^(^itb. ^Hfmi^^i~f^iXmi^Mir^^'&\±^m<. 
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: HXf* - CO - iS^T/V^/V 
R^:H. -O-r". -N(R^)r\ -N . -S(0) -ig^T/k^/K 
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